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TABLE %9 (cont‘'d) "
PN 200-110 STUOY #1
LABORATORY DATA - CHEMISTRIES 7
ANALYSIS OF VARIANCE
4
Basel.ine Mean Changs j
variable Treatment Na. of Mean S.0. | Fzoms Laselline S.0.
{Norsal Range) Group Subjects | (Screening) : (pay 2) L
BUN @374l 2.5 mg 8 13.1 3.09 1.50 3.51 ]
(10-23%) .
5.0 mQ 8 12.8 2.87 1.75 2.92 ;
10.0 mg 8 14.5 6.19 0.13 5.25 '
15.0 ag 8 11.8 3.28 3.38(*) 4.47
20.0 mg 8 12.3 3.24 s.aa"'-—l 1.64
*
Placebo 10 11.6 3.10 1.80 — A.88
URIC ACID mg/dl| 2.5 mg 8 6.0 1.38 | =1.01® ~—0 0.87 .
(2-’.605, .
$.0 mg B 6.0 1.03 | -1.00%* 0.61 -
10.0 mg ] 6.4 0.86 | -0.66 (J) 1.09
‘500 .g 8 6-2 1.13 -0066’ o-"
20.0 ag [} 6.0 1.01 | -1.20%** |— | 0.58 -
{ _
- — | Placebo ~q0 —1 6.3 —10.76 | cocsotey=d—d | o.a8 |
(*) p< .10, * p < .05, ** p < .01, **¢ p < .0O1
0558
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TABLE 10 (cont'd)

PN 200~110 STUDY #1

LABORATORY DATA - CHEMISTRIES
ANALYSIS OF VARIANCE

Baseline Mean Change
Variable Treatnent No, of Mean S.0. | Froms Baseline | S.D.
(Normal Range) Group Subjects { (Screening) (Day 2)
- F3$-CLUCOSE | 2.5 ag 8 91.3 | 8,25¢ 4
mg/dl
(70-110) 5.0 mg 8 96.6 4.248 11,6390 e 6.39
10.0 ng 13 99.9 14 .99 5.50 15.58
13.0 ag 8 93.1 9.09 8.75¢%¢ 6.94
20.0 ag 8 9i.8 8.84 6.75(*) 9.69
Placebo 10 96.8 6.13 4,80 5.83
TOTAL PROTEIN 2.5 ng 8 6.9 Q.22 0.04 0.33
9/dl
(6.0-8.5) 5.0 mg 3 7.2 0.57 ~C .20 0.35
10.0 mg 8 7.2 0.40 ~0.29¢ 0.30
15.0 mg 8 7.8 0.32 ~0.11 0.23
20.0 mg 8 7.2 0.43 -0.20 0.43
- " | Pracens M0 | T r.0 T 0.34 ~0.18 lovez
(*) p< .10, * p< .05, »* p < .01, *%2 p < ,0C!



TABLE 10 (cont'd)

PN 200-110 STUDY #1

LABORATORY DATA - CHEMISTRIES
ANALYSIS OF VARIANCE

el

e ——

Baselins Mean Changa
‘‘ariable Trestment No. of Mean S.D. Froa Baseline s.D.
(Normal Range) Group Subjects (Screening) (Osy 2)
ALBUMIN g/dl 2.5 mg 8 4.5 0.1a 0.00 0.19
{(3.2=5.5])
5.0 mg 8 4.6 0.31 -0.3Q0ee 0.21
10.0 mg 8 4.6 0.24 -0.20¢ 0.22
15.0 mg 8 4.6 0.20 -0.0¢ .15
20.0 mg 8 4.6 0.24 -0.16 0.2%
Placebo 10 4.5 0.16 -0.12 0.25
TOTAL 2.5 mg 8 0.5 0.22 -0.15(*) 0.20
BILIRUBIN mg/dl
(0.2-1.1) 5.0 mg 8 0.4 0.11 -0,16% Q.15
10.0 mg 8 0.6 0.27 -0.30* 0.34
15.0 mg 8 Q.5 0.12 -0.209%e 0.08
20.0 mg 8 0.5 0.19 -0.21% 0.22
-— — Placcb&-v4 10 -—8.5 -—1 9.26 - -=8,17(*) 8. 24——-—

(*) < .10, * p < .05, ** p < .01, #8e 5 < 001




TABLE 10 (cont*d)

PN 200-110 STUDY #1

LABORATORY DATA -~ CHEMISTRIES
ANALYSIS OF VARIANCE

S T

Baseline Mean Change
Variable Treataent No, of Mean S.0. Fros Bassline sS.D.

(Normal Rangs) Group Subjects | (Screening) (Oay 2)

CHOLESTEROL 2.5 mg 8 182,11 24.68 7.88 148,63

m3/dl

(140-320) 5.0 ag 8 180.0 26.10 -5.50 13.25
10.0 mg 8 177.8 19.55 0.38 17.63
15.0 mg 8 187.0 41,62 4,75 16.30
20,0 mg 8 186.5 17.06 -3,38 24,17
Placebo 10 180.0 17.08 -1.40 16.30

ALK, 2.3 ag 8 78.0 19.36 «1.38 6.70

PHOSPHATASE U/L .

(30-115) 3.0 mg k) 78.5 18.86 -5.88 §.45
10.0 mg 8 92.1 12.55 -6.13 11,27
13.0 mg 8 78.4 15.89 S.630e 4.34
20.0 g 8 85.3 19.1a «5.88(*) 8.44

. - | Placebo — 10 - 749 10,98 } ___-0.30 ] 7.41

(*) p ¢ .10, * p < .08, ** p < .01,

o8s g < 001
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TABLE 10 (cont'd)

PN 200-710 STUOY #1%

LABORATORY DAT\ -~ CHEJ. STRIES

ANALYSIS OF VARIANCE

Baseline Nean Change
varisble Treataent No. of Mean S.0. From Baseline S.D.
{Normal Range) Group Subjects | (Screening) (Day 2)
LOX U/L 2.5 ng 8 155.0 12,98 | -5.38 1a.32
(80-223)
5.0 mg 8 168.1 20.36 |-20.00°— 16.41
10.0 ag 8 197.8 26.38 2.38 - 28.64
15.0 mg 8 207.0 44,91 |-43,.50* 1 38.45
(*)
20.0 mg 8 164.8 25.53 [=29.750e * -1 2'.62
[
Placebo 10 164.5 21,73 ~2.70 -.a.—_LJ 20,1
' SGOT u/L 2.5 mg 8 17.0 5.50 ~0,75 6.41
{0=41)
5.0 mg 8 ‘5.9 7.61 "1.00 5.71
10.0 mg 8 19.3 5.68 «1.75 5.50
15.0 mg 8 17.5 3.63 -1.00 7.41
20.0 mg 8 18.4 6.00 «8,13" 4,36
- ——— | Placebo—- 10— 8.5 | 3.65 |.-1.00 . 4.81
(*) p< .10, * p < .05, ** p < ,01, *#** p < 001
0662
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TABLE 10 (cont'd)

PN 200-110 STUDY #1%

LABORATORY OATA - CHEMISTRIES
ANALYSIS OF VARIANCE

Baseline Mesn Change
Yariable Treatment Mo. of Mean $.0. From Baseline S.0.
{Norual Rar.ge) Group Subjects { (Screening) (Day 2)
SGPT U/L 2.5 mg 8 25.0 6;74 -4,50 9.55
5.0 mg 8 22.8 6.78 -1.88 7.24
10.0 mg 8 22.4 10.91 0.13 5.92
15.0 mg 8 23.3 8.16 8,130 8.51
20.0 mg 8 25.3 5.65 «1.00 (*) 4.54
Placebo 10 20,8 8.09 -0.70 8.81%
SODIUM mEQ/L 2.5 mg 8 140.8 1.28 0.38 1.83
{135-143)
5.0 mg 8 141.8 1.04 2,630 % 1.51
10.0 mg 141.0 1.20 1.75¢ 1.56
15.0 mg 8 181.3 1.39 1.88¢ 1.96
20,0 mg 8 143.5 1.31 -0.88(*) o 1.25
Placebo 10 | 1a2.0 1.94 | 0.30 —— 3.47
(*) p< .10, * p < .03, ®*® p & .01, #e¢ 5 ¢ 001
0563
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TABLE 10 (cont.'d}

PN 200-110 STUDY #1

LABORATORY DATA - CHEMISTRIES
ANALYSIS OF VARIANCE

Baseline Mesan Change
Yarisble Vreatsent No. of Mean $.0. | Froa Bassline | S.0.
(Norsal Range) Group Subjects | (Screening) (Day 2)
POTASSIUM 2.3 2 8 4.3 0.38 ~0,01 g.31
mEq/L '
(3.5-5.0) 5.0 mg 8 A3 0.28 0.06 - .40
0.0 mg 8 4.6 0.52 -0.28 0.48
15.0 mg 8 a.e 0.56 0.01 0.24
20.0 mg 8 4,7 0.16 -0.1¢ 0.25
Placebo 10 4.5 0.4 -0.13 0.37
CHLORIDE mEq/L }. 2.3 mg 8 105.5 1.80 0.38 2.33
(95-108)
: 5.G ag 8 104.0 1.93 1.25(+) 1.7%
13.0 ag 8 104.3 2.87 0.75 2.71
) 1.0 ng 8 104.1 1.96 1.50(*) 2.14
20.0 mg 8 105.4 2.07 0.88 2.48
o — | prscews | 0 | e |28 0.90 ’“2.6?:}‘

(*) p< .10, ® p < .03, *® p < .01, %*® p < ,00%

0564
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TABLE 10 (cont‘d)

PN 200-110 STUDY #1

LABORATORY DATA -~ CHEMISTRIES

ANALYSIS OF YARIANCE

Baseline Mean Change i
variabla Treataent No. of Mean s.0. Fros Baseline S.0.
(Normal Range) Group Subjects | (Screening) (0ay 2)
:5‘ mEQ/L § 2.5 mg | 8 25.3 1.31 0.88 189
(24-32)
500 .g a 27.3 ‘.0‘ -'075. '-‘9
10.0 mg ] 235.9 1.85 0.25 2.44
15.0 mg 8 25.9 1.81 -0.38 1.8%
20.0 ng s 26.4 1.41 | -0.30 1.31
Placebo 10 26.7 1.89 -0.50 2.01
CREAT ININE 2.5 ag 8 1.3 Q.12 -0.13* 0.15
mg/dl
‘0.7-1.4) 5.0 ng 8 1.3 0.23 «0.08 ~— 0.16
10.0 mg 8 1.1 0.12 -0.10¢ 0.12
15.0 ng 8 1.1 0.13 -0.03 * 0.09
o | Placere | 10 ER 0.25 | -0.13¢a)~—d"| 0,20 | -

(#*) p< .10, * p < .05, *¢ p < .01, ®**¢ p ¢ ,001
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TABLE

16

PN 260-110 STUDY §1

SOMMARY OF ADVERSE EPPECTS

Bours
Adverse Post |Duration Due to
Subj. Reaction Dose | {(Hrs.) |Sererity Drug
2.5 mg Dose Group
101 Headache 9 6 Mila Yes
102 Headache .9 7 Mild Yes

Ratio of Subjects Reporting at Least One Adverse Reaction:

&7

204
206
207

5.0 mg Dose Group

Lightheadedness 3

Headache
Headache

5
1

3
3
7

Mild
Mild
Mila

Yes
Yes
Yes

Ratio of Subjects Reporting at Least One Adverse Reaction:
3/8 = 38%

10.0 mg Dose Group

301 Lightheadedness .33 3 Mila Yes
302 Tiredness 4 Mild No

304 Headache 3 4 Mild Yes
305 Headache 1 6 Mild Yes
309 Headache 6 .02 Mild Yes

Ratio of Subjects Repot;%ng at Least One Adverse Reaction:
5/8 = 63%

15.0 mg Dose Group - —

402 Lightheadedness 2 1 Milad Yes
407 Headache 1 10 Milg Yes
408 Lightheadedness 1 1 Mild Yes
408 Sleepiness 1 s Milg Unc.
408 Warm Ears 1 1 Milqg Unc.
408 Headache 1 10 Mild Yes
408 Weakness 1 1 Mild Unc.
408 Feels Jittery 1 1 Mild Unc.
408 Cold Body 1 5 Mila Unc.
409 Pulsating Sens. 1 1 Mild Unc.
409 Lightheadedness 0.5 1 Milg Yes
409 Headache 1 1 Mild Yes
410 Headache 6 4 Mila Yes

Ratio of Subjects Reporting at Least One Adverse Reaction:
. 5/8 = 63% :

0566
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TABLE 16 (cont'd)

PN 200-110 STUDY #i
SUMMARY OF ADVERSE REACTIONS

8/8 = 100%

HBours
Adverse Post |huration Due to
Subj. Reaction Dose | (Hrs.) {Severity Drug
20.0 mg Dose Group
501 Headache 3 2 Mild __ Yes
502 Headache 3 1 Mild Yes
504 Inc.Heartbheat 1 6 Mild Unc.
504 Headache 3 6 Mild Yes
505 Headache 3 8 Mild Yes
505 Drowsiness 4 1 - I 14 Unc.
506 Lightheadedness 1 1 . Mild Yes
506 Headache 3 4 Mild Yes
508 Headache 1 11 Mild Yes
508 Nausea 1 8 Mild Yes
508 Lightheadedness 1 6 4ild Yes
508 Emesis 2 .02 Mild Yes
508 Emesis 3 .02 Mild Yes
508 Emosis 4 .06 Mild Yes
508 Emesis 9 .08 Mild Yes
508 Hot Plash 6 .03 Mild Yes
509 Headache 3 4 Mild Yes
510 Lightheadedness 1 1 Mild Yes
510 Headache 2 3 Mild Yes

Ratio of Subjects Reporting at Least One Adverse Reaction:

209
209
303
307
406

“Placebo Group

Headache

Eyes Burr /Ache
Headache
Lightheadedness
Sleepiness

§ =t O od

DWW N D

Mild Yes
Mild Unc.
Mild Yes
Mild Yes
Mild No

Ratio of Subjects Reporting at Least One Adverse Reaction:
4/10 = 40%

0567



TABLE 17

PR 200-110 STUDY #1

COMPARATIVE PREQUENCY OF SUBJRCT:

-

RG AN ADVERSE REACTIONS

PE 200-118 1. vment Groups
Placeho
Mvecse Reaction 2.5 | 5 mg 6wy | 1S9 | 20 mg
(=8) (N=8) (~8) (=8) {N~8) {=10)

Miscellaneous:

EByes Burning o- o——=¢ e 2 t

Eye Discomfort 0 . 0 0 0 1] 1
Cardiovascular:

Tachycardia 0 0 (] 0 1 0
Gagtro-Intestinal:

Nausea 0 0 0 q 1 0

vomiting 0 0 0 0 1 0
Cestral Nervous Systea:

Chills 0 0 i} 1 ) ]

pizziness 0 1 1 3 3 1

Dtowsy o o 0 o | e y

ratique 0 0 1 1 0 0

Headache 2 2 3 4 8 2

Nervousness (o] 1] 0 1 0 0

Excesaive Stimulation 0 0 0 1 0 0
Autonomic Nervous System:

Bot Plashes ] 0 0 0 1 0

Warn Feeling Y 0 0 1 - 0 0

0568
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{ TABLE 18 |
( 2
, PN 200-110 STODY $1
COMPARATIVE PREQUEMCY OF SUBJECTS REPORTING '
AT LEAST ONE ADVERSE REACTION
i Number of Subjects | NWumber of Subjects
Treatnent Wwith at Least One With No Adverse
Group | | Adverse Reaction Reactions
2.5 mg 8 2 6 —_—
5.0 mg 8 3 S Ldd
10.0 ng 8 5 3_-l
15.0 mg 8 S 3 —J
20.0 mg 8 8 0 — o -
Placebo 10 4 6 —I
{(*)p<.10, *pP<.05, **p<.01, ***p<, 001
i ’
4 ;
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Study 2

-4
-l
.
—
A3

|

I

|

|

E

E The Evaluation of the Safety and Multiple Dose Toleration of
| Orally Administered PN 200~110 in Healthy Male Volunteers

i ' Compared to Placebo.
|

§

|

i

Investigat
.D
ing Corp.

Qh Ave, Suite 3,

&
[
i
Lo
-+
-
<
@&

T tages the zafesty of PN 200-110
administersd orally in multiple doses compared to placebo in
healthy male volunteers.

Population

Healthy male volunteers, 18 - 45 years of age were selected for
the trial. A1l subjects had to be healthy with no clinically
significant abnormal physical or laboratory findings. Exclusion
criteria were those subjects with significant clinical illness
within two weeks of study entry, anyone who had received an
investigational drug four weeks prior to entry, required
concomitant medications including aspirin, history of drug or
alcohol sbuse within previous year or intolerance to calcium
antagonists or any condition that could interfere with
absorption, metabelism or excretion of .drug..

S L

——Study-Plan—— ——— o —

This was a randomized, double-blind, parallel group, placebo
controlled study with 41 subjects. The study was conducted in
four stages (I-IV) with each stage assessing safety of a multiple
dose schedule. No subject comp]eted more than one stage. All
part1c1pants were housed at study1 ite for . ggogﬂof each




amendments were mads to p“-waa fn~ 3

tollowing reports of adverse reactiors after
mg k12 schedule in Stage 1. The cther amendmentz were Tor

and tolerance purposes. Later dosing adijustments we
depending on results from the previous stage.

g
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Eight subjects received PN 200-110 in stage I and 7 were 1n =ach
of the other stages. Three received placebe in each stage.

=

O

DJr1ng bid peried, drug was given 3.00 am and %.00 pm wir1le

™
B7H

o ++

tid—period—tHt-wasedmimrstered—7 003w, U0 pm and /.00
pm. No food was permitted from midnight until 2 hours after 3,00
am {or 7.00 am) dose. Subjects were followed for 32 hours post
dose, No subject could participate in more than one stages and ne
stage began until the preceeding one had been completed and
safety of that dose schedule established. The time interval
betweszn stages was at least four days.

up

Evaiuaticn

Subjects were evaluated as per schedule in Table 1. Safety was
assessed by clinical signs, ECGs, clinical laboratery tests,
vital signs etc. Vital signs of sitting blood pressure and puls
rate were recorded at 0.5, 1, 2, 4 and 8 hours after morning dose
in stage I and 0.5, 1, 2 and 4 hours after evening dose. For
other stages, recordings were obtained at 0.5, 1, 2 and 4 hours
post dose. Standing blood pressures and pulse rates were
recorded prior to each dose and 1, 2 and 4 hours post dose. ECG
was obtained at screening and at 10 am daily.

=3

e e AR Bl R ¢ - - P

d .
- - ~.

A total of "41 subjects were enrolled and all but one completed.
One discontinued for personal reasons on day 2 of Stage I after
receiving a total dose of 20 mg. There were no significant
differences found between groups for any demographic variable.

There were no newly occurr1ng abnormalities in phys1ca]

R R e R s\p’h{{,"" **7',334’“‘{ 32
ithera- wer el1in ‘zam 13




Srage 111 results showea no statastical’
trom placebs and the three FN 200-110 do
~as a dose related Increasze in pulse rate at al

put enly 7.% mg tid wa:z statistically significant compar=4 +2
placebo at 8 hours.

Stage IV showed no differences from placebo at any dose leved
=xcept diastolic pressure at 1 hour for § mg rid,.

There were no significant changes in respiratory rate in any
s ¥
stage. There were no differences from-placebe—ir—standing—biood

pressures. There was a significant increase in body weight in
stage IV group (4.7 1bs) comparsd to placebo.

ECG Changes

Tables 8 - 12 show ECG changes from baseline. Stage I showed

statistically significant increases in atrial and ventricular

rates 2 hours post dose comparzd to baseline and to placsbo.

There was also a statistically significant increase in P-R

interval compared to placebo. In stage II, there was a dose

related increase in atrial and ventricular rates which were i
statistically significant from placebo. There were no other
statistical differences between groups, except for decrease in
Q-7 1nterva1 with 10 mg bid. Stage IIl again shows a dose

related increase in atrial and ventricular rates but only 7.5 mg
tid was statistically significantly different from placebo.

There were additional changes in other parameters but only G-T
interval were significantly decreased. Stage IV results are
similar to stage III.

Table 12 presents: rresults from final ECGs recorded, day 4 and day
8. These ECGs were recorded 12 hours post dose.

Clinical Laboratory Results.

Tables 14 - 16 summarize results of laboratory tests. In active
group, 4/29 had an increase in SGPT, 3 being in stage IV group.
There were 2/12 1n placebo group with elevated SGPT. Both groups
--25-units on day 8 compared=‘to base11ne, -
un:ts and p1acebo by- 25

s
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Reviewer’

compared to placebo
es5 were similar although i 1

nces from placebo. There wer atistically significant
differences in pulse rates compared to placebo with a maximum
mean increase of 19 bpm in stage II. and 18 bpm in stage I11.

[adi "

z Comments.

T meR sumewes e

- R

There are a few points to be aware of in this study:

the drug 15 titrated car=fully,

1. It appears that unless
ience undue side effects.

subjects experie

2. PN 200-110 causes increases in both atrial and
ventricular rates at all strengths.

3. At higher doses there appears to be increases in SGPT.
tEven though this occurred in placebo subjects as well, it
is something that should be carefully monitered.




TABLE 1
PN 200-110 STUDY NO. 2

EVALUATION SCHEDULE FOR STAGES I - IXI (3 DAYS ON DRUG) AND STRLE IV (7 DAYS ON SRUG)

{ !
) ‘Screening Evaluations Performed an Study Days Neo. ‘
Parameter Evaluations
Evalyated (vithin 14 cays Stage 1 | Stage I1 Stage TII [Stage IV
prior to Dosing) ,
~—
Background
Information (CRF BK) X
Checklist for Subject
Selection (CRF lE) X
Physical Examin-tian . - .
(CRF PE) X 4 4 4 )
vital Signs
(CRF vS) X 1-ab 1-ab 1-a¢c,d 1-8¢,0
ECG (CRF ECG) X 1-a 148 1=4€ 1-8
Clinical taboratory
Tests (CRF LAB) X & 4 4 4,8
Chest X-ray
. (CRF CXx) X8
Ophthalmologle
Exsmination (CRF OP) X 4 4 a 8
Adverse Reaction
(CRF AR) 1-4 1-4 1-8
End of Study
Information (CRF ES) 3 a4 4 8

5The X-ray var taken at any time withln € months of study entry.

Yar Stages I and 11, vital signs were obtalned Just prior to each dose and repeated
at 0.5, 1, 2, &, and 8 hours sfter eusch moinisyg dose, and at 0.5, 1, 2, and 4 hours
after each evening dose.

Cror Stages IIl and Iv, vitel signs were obtained Jjust prior to each dose ang
repeated st 0.5, 1, 2, and 4 hours after each dose.

d1n Stages I11 and 1V, standing blood pressures and pulse rates were recordes just prisr
to each cose and repeated at 0.5, 1, 2 and 4 hours post.dose on Days when the s3ubjects
were receiving the maximum dose administered (i.e,, Day 3 for Stage III and Cays 5.7
for Stage 1v).

€In addltion to the daily 10 A, M, ECG, ECG's were obtained in Stage Il at 10 P.N,
(days 1-3), and in Stags 1Il «t 4 P.M, and 10 P.M, (days 1-3),

0574
07-00356



TAL

PN 200-130 STUDY NO. 2
VITAL SIGNS - SITTING
STAGE 1
ANALYSIS OF VARIANCE?

Hean Change From Baselines al Housxs Post Oase Nean
No. Baselline Change
Variasble Dose Sub- Hean (pre- Over
(b1d) Jects | initial Hour 0.5 Hour 1 Hour 2 Hour 4 Hour 8 Hour 12 Hours
dose) 0.5-12
Systolic PN 10 ag 6 112.0 A.0 7.3(") 5.8(*) 4.3% 5.2 5.2(*) 5.3(%)
8lood
Pressure Placebo 12 112.0 ; 3.0 2.6 1.5 3.0 4.3 -0.5 2.3
(.. Hg) i
Disstolic ([PN 10 =g 8 79.0 ~5.80¢ =7.0¢e ~5.6% -5.3% -6.1° -l 3 125,20
8load b
Pressure Placebo 12 78.2 P O 1 -4.0(®) =3.4(°) -4 8% | -4.8¢ -8.0venl [_s5 g+
(mm Hg) |
Pulse PN 10 ag 8 73.5 4.3 8.3% 8.3%— 9.6 8.y 3.0(%) 7.0%
(per atn.) ) }

Placedbo 12 68.0 €. 4es 6.3"-J 5.3"-J 9.8%+#9 7.8¢%¢ §.2% 7.3¢¢
Respiratory|PN 10 mg 8 6.0 ' 0.0 0.0 0.0 0.0 0.0 0.0 6.3
Rate ;

(per aln.) [Placebo 12 16.0 0.0 0.0 0.0 0.0 0.0 <0.1(") 0.0(*)

(*) p<.10, * p<.0S, ** p<.O1, *** p< 001,

tStanderd deviations and additlona. descilptlve statistics ‘can be found in the Statid

GLS0

tical Appendix.
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| PN 200-110 STUDY NO. 2
| VYITAL SIGNS - SITTING
STAGE 11
ANALYSES OF VARIANCE®
Mean Changs Fros Baseline at Hours Post Dose Nean
No. 8asellne Change
Variable Dose Sub- [Mean (pre- Over
(biad) Jects | initial tour 0.5 Hour 1 Hour 2 Hour 4 Hour 8 Hour 12 Hours
dose) 0.5-12
Systolic PN 5 ag 7 112.6 ‘ 0.0 2.1 1.0 7.6'———; §.6(*) -0.6 2.0
Blood ! ) ’
Pressure PN 10 sg 7 112.6 3.9 5.3+ 2.0 1.9 3.3 [ WY J— 3.5(*)
(=m Hg) hH
Placebo 12 112.0 3.0 2.6 1.5 3. 00— 4.3 -0.% 2.3
Dlastolic PN S5 mg 7 78.9 -7.9¢ -6.0%¢ «5,.9e8 -5.4(¢) 0.3 e |=5.3%% . |-5,0%°
8lood hH h
Pressure PN 10 mg 7 78.9 . -A.1 -6.3%¢ -8.5%% e {_7.40¢ -4.7° ~A.6%% o | |-5.9%°
(=@ Hg) . ) i
Placebo | 12 78.2 . L -4.0(%) j-3.a(")— |-a.8° -4.3% -d.0v%s -5.0¢
Pulss PH S5 mg 7 €3.4 10.6** 12,9000 10.6%° 13,1000 13.1+ 7.7¢ 11,3080
(per min.)
PN 10 =g 7 63.4 10.6" 13.1¢ 16,1005 [ 19, 1000l [ 17, 1%°- [11,9¢° 14,7 -
! c!l b b (") ‘
Placebo | 12 68.0 | 6.ace 6.300 s. 30| 9.aeevld] 7.8%cd | B8.2¢° 7.30¢
Respiratory|PN S mg 7 16.0 0.0 6.0 0.0 0.0 0.0 -0.3 -0.1
Rate ;
(per ain.) 10 mg 7 16.0 ; -0.1 -0.1 0.0 0.0 0.0 -0.1 -0.1
|
Placebo 12 16.0 : 0.0 0.0 0.0 0.0 0.0 «G.1(*) 0.0(*)

(%) p<.10, * p<.0S, v* p<.01, *%+ p<.001

tStandard deviatlons and ad<ltional descriptive statlistlics can be

94450

found in the Statl

Etical Appendix.
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"N 200-11 up- M. 2 po—
P
VITAL SIG H NG
STAGL Y |
‘ ANALYSIS OF VARIAMNCE?
|
MNean
No. Saseline Nean Change Froa Baseline at Hours Post Dose Change
Variable Dose Sub- jMean (pre- Over
{tid) Jects initial Hours
dose) Hour 0.5 Hour 1 #Hour 2 Hour 4 Hour 8 ° 0.5-8
systolic [PN 2.5 mg| 7 117.4 -0.7 0.9 -3.3 -1.1 2.2 -0.4
qlood
Prassure PN 5 mg 7 117 .4 -0.1 -1.2 0.1 -0.1 4.9 0.7
(am Hg)
PN 7.5 ag 4 117.4 1.6 2.8 -1.6 3.1 4.0 1.7
Placebo 12 n2.0 | 3.0 2.6 1.5 3.0 A.3 2.3
Diastollic PN 2.5 ag 7 81.) =5.1* -7.2%0 -6.7% -5.,5" ~7.5% ~6.A00
‘{8load ,
Pressure PN 5 mg 7 81.1 -5.4 -7.3°¢ «5.7{%) -7.2¢ -0.3 -5.3(%)
(am Hg) ! el
PN 7.5 mg 7 81.1 | -6.6% -8.2% -8.0¢ -6.9% -s.l(-i—i -7.1¢
|
Placebo 12 7.2 ~§.70 ~4.0("%) -3.4(*) -4.8¢ -4.8% 5.0
Pulse PN 2.5 mg 7 64.6 3.1 5.4% 2.8 — 8.4 §.3)es 5.5
(per sin.) |
PN S a9 7 64.6 . 10,600 9.4°¢ 9.7 11.6** 8.1(*) 9.9¢ee
PN 7.5 mg 7 64.6 i2.6° 13.3'-————1 10.3¢ 13.6** 18.0%¢ —. 13.300
‘ {*) . . (*)
Placebo 12 68.0 | 6.ase 6.300— | 5.3ee 9.asee 7.8%¢ — | 7.300]
Respltltory‘ku 2.5 mag 4 15.7 0.3 0.3 0.3 0.3 0.2 0.3
Rate
(per afn.) (PN 5 mg 7 15.7 ‘ 0.3 0.3 0.3 0.3 0.3 0.3
PN 7.5 &g 7 18.7 @ g.3 0.3 0.3 g.3 Q.3 ag.3
Placedbo 12 16.0 ; 0.0 0.0 0.0 0.0 0.0 0.0(*)

(*) p<.10, * p<.05, ** p<.01, °*»* p<.00)
tStandard devliatlons and additional descriptive statistics can be found in the Statlist

<
, Ot
-3

|

Ical Appendix.
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- N 200-110 o2 7
’ VITAL SIGNS - '
STACE Iy
1 ANALYSIS OF VARLANCEt
. . No. Baseline Mean Change From Baseline at Mours Poql Dose NeanChange
iriable Dose Sub- |Mean (pre- ‘ Over
(tid) Jects [ Initfal Hours
dose) Wour 0.5 Hour 1 Hour 2 Hour 4 tour 8 0.5-%
itolle PN 2.5 ng 7 114.0 2.? -1.0 -1.6 2.9 0.9 nN.7
od
'ssure PN 5 mg 7 174.0 -0.1 -0.9 1.1 2.3 3.7 1.2
1 Hg)
"N 7.5 wy (| 114.0 2.6 3.0 3.4 4.7 3.3 S 3
Placebo 12 112.0 3.0 2.6 1.5 3.0 A.3 2.3
istolic {PN 2.5 mg 7 76.3 -5.0(*; -d.4 -4.7 -5.5 -3.2 -4.5
od
'ssutre PN S mg 7 76.3 -6.06(7) —~ -T7.4(%) — ~4.0 -3.3 -1.1 -4.5
1 Hg) )
PN 7.5 mg 7 76.3 -2.9 ()] -4.5 . -3.5 -4.3 -2.9 -3.5
|
Placeso 12 78.2 -4.7% -4.0(*) — -3.4(°) -4.8* -4.8¢ -5.0*
se PN 2.5 mg 7 68.6 2.7 1.9 0.6 e 2.4 - 2.6 ———m— 2.0 —
't ain.) (1) o { J
PN S m3 7 68.6 6.7¢% 7.0% ( 5.7(%) 7.7 5.1(e) 6.5¢
PN 7.5 mg| 7 68.6 6.9%¢ 7.400 7.9%¢ 8.1vus 5.7 6.7¢0
Placebo 12 68.0 S.A%y 6.3es 5.38e 9.0 7.8%¢ 7.3"-!
plratory{PN 2.5 mg 7 16.0 0.0 c.o 0.0 0.0 0.0 0.0
e
¢ min.) [PN 5 mg 7 16.0 -0.1 0.0 0.0 0.0 0.0 0.0(*)
PN 7.5 my 7 16.0 0.0 0.0 0.0 0.0 0.0 0.0
Placebo 12 16.0 0.0 0.0 0.0 0.0 0.0 0.0(%)
p<.10, ® p<.05, ** p<.01, *** p<.00Y
andard devlations and additlional descriptive stotistics can be found in the Statistical| Appendix.
==
_CJ'!
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TABLE &

PN 200-110 STUOY O, 2

ECG DATA - STAGE I
ANALYS1S OF VARIAHCE

Baseline Mean Change |
Dose No . Mean From Baseline |
Variable (bid) Subject (Pre-initial S.0. 2 Hours S.D. |
dose) Post.Dose
Atrial Rate PN 10 mg ar 58.9 6.20 8.40% -~ 7.88
(per ain,) l
Placebo 12 59.2 7.38 -0.09 —J 6.11
venirIculat Raté (PN YO mg { 8f -1-1% 4 — 6.20 | & A0Y—w 78— +—
{per aln.) )
Placebo 1% 59.2 7.38 ~0.09 6.1
o
P-R Interval PN 10 ng at 0.180 c.N 0.005w 0.01%
(sec.) M
Placebo 12 0.168 0.02 0.002-— 0.01
QRS Ouration PN 10 mg a8t 0.079% 0.01 ~-0.001 0.00
{sec.)
Placebo 12 0.072 0.01 0.005 0.01
‘nterval PN 10 mg a8t 0.380 0.02 -0.009 0.01
(sec.)
Placebo 12 0.385 0.03 -0,.004 0.02
L
(*) p<.10, *p<.05, **p<.01, **ep< . 001
fSubject No. 106 dropped out of e study at Day 2.
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TABLE 9

PN 200-110 STuDY NO. 2
€CC DATA - STAGE II
ANALYSIS OF YVARIANCE

_07-00368__ _

Baseline Mean Change
Dose NO., Mean fFron Baseline
Variable (bid) Subject (Pre-initial S.0. 2 Hours sS.0.
dose) Post-Dose ;
[)
Atrial Rate PN 5 mg 7 58.1 9.96 3.50 7.74
(per min.) :
: (1% t
]
Placebo 12 $9.2 7,38 | -0.09 el 615 |
-
ventricular Rate PN 5 mg 7 58,1 9.96 3.50 7.3%
(per ain.) |
PN 10 mg 7 58,1 9.96 9. 147 % o 6.12 |
2 2]
Placebo 12 59,2 7.38 «0,09 —ual .11
——
. P-R Interval PN 5 mg 7 0,173 0.01 0.003 0.01
(sec.)
PN 10 ag 7 0.173 0.0} 0.002 Q.00
L5 Placebo 12 0.168 0.02 0.002 0.01
wnS ODuration PN S mg 7 0.078 0.01% 0.003 0.01
{(sec.)
PN 10 mg 7 0.076 0.01 0.001 .01
Plscebo 12 0.072 0.01 0.005 0.01
QT Interval PN 5 mg 7 0.389 0.03 -0.001 0.02
(sec.)
- PN 10 mg 7 0.389 | .03 <0,016% 0.01
(%)
Placebo 12 0.385 0.03 -0.00s 0.02
(#) p<.10, *p<.0S, **p<.01, **ep< (01



TABLE 10
PN 200-110 STUDY ND. 2

i €CC DATA - STAGE 1IX
\. ANALYSIS OF VARIANCE
Baseline Mean Change | |
Dose No . Mean From Baseline | t
varisble (tid) Subject (Pre-initial 5.0. 2 Hours I s.0. |
dose) Post-Dose i
-
Atrial Rate PN 2.5 mg - 56.3 2,03 3.09(*) | 3.69
(per min,) i
PN 5 mg ] 56.3 4,03 5.95(®) 7.1
PN 7.5 mg 7 S6.3 ~ 4.03 9.71-_..1 (1) 7.48
. *®
Flacebo 12 $9.2 7.38 -0.09 __L-J 6.11
ventricular Rate PN 2.5 mg 7 56.3 4.03 3.09(*) 3.69
(per ain.)
PN 5 mg 7 56.3 4.03 5.95( ) 7.1
PN 7.5 mg 7 56.3 4.03 9.71-_-1 (*) 7.48
*
Placeno 12 59,2 7.38 -0.09 __J—-J 6.11
) Interval PN 2.5 ag 7 0.15a 0.02 0.012¢ 0.01
(sec.)
PN 5 ag 7 0.154 0.02 0.006 0.01
PN 7.5 mg 7 0.154 0.02 o.oxa-'al 0.01
(*)
Placebo 12 0.168 0.02 0.002 0.01
QRS Ouration PN 2.5 mg 7 0.063 0.01 0.016% e 0.0
(sec.)
: PN S mg R " g.083 | 0.01 0.015%* 0.01
(*)
PN 7.5 ag 7 0.063 0.01 0.016%* 0.01
Placebo 12 0.072 0.01 0.005 _-] 0.01
QT Interval PN 2.5 ag 7 0.391 0.02 0.010 o= 0.01
(sec.)
PN S mg 7 0.3%51 £.02 -0.012% 0.01
*
PN 7.5 mg 7 0.391 0.02 -o.oza--_.1 0.01
*
Placebo 12 0.385 0.03 -0.004 _.LJ 0.02

.Y p<.10, *p<.05, **p<.01, ***p<.Q01



PN 200-110 STUODY NO. 2

TABLE 11

ECG DATA - STAGE 1V

{\ ANALYSIS OF YARIANCE
Basesline . Mean Chanye
Oose No. Mesan Std. From Baseline 3td.
Variable (tid) Subject {Pre-initial Dev. 2 Hours Dev.
- dosn) Post-Dose
Atrial Rate PN 2.5 mg 7 52.1 12,24 1.00 8.3 .
(per ain.) ;
PN 5 mg 7 52.1 12,24 §.07 70.48 .
PN 7.5 mg 7 52.1 12.24 10,33 10,81 ;.
T ;
Placebo 12 59.2 7.38 -0.09 6.11 |
ventricular Rate PN 2.5 mg 7 52.1 12.24 1.00 8.34
(per min.) ' |
PN 5 mg 7 52.1 12.24 6.07 10.48 |
|
PN 7.5 ng 7 52.1 12.24 10.33'..“ 10.81 |
Placebo 12 59.2 7.38 -0.09 ~d 6.11
Interval PN 2.5 ag 7 0.163 0.03 0.009 0.02
sec.)
PN 5 mg 7 0.16) 0.03 0.014 J.02
PN 7.5 mg 7 0,163 0.03 0.010 0.02
. Placebo 12 0.168 0.02 0.002 0.01
QRS Ouration PN 2.5 ag 7 0.083 0.01 =-0.001 0.00
(sec.)
PN 5 mg 7 c.083 | o0.00 | -0.000 | o0.01
PN 7.5 ag 7 0.083 0.01 0.001 0.00
Placebo 12 0.072 0.01 0.005 0.01
QT Interval PN 2.5 =g 7 0.397 0.03 0.005 0.03
(sec.)
PN 5 mg 7 0.397 Q.03 -0.005 0.03
PN 7.5 mg 7 0.397 0.03 -0.017 ‘J Q.03
Placebo 12 0.385 0.03 -0.004 0.02
{#*) p¢.19, *p<.05, **p<.01, **%p<,001
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PN 200-11 AN, 2
ECG ...TA
| ALL STAGES ~ ENDPOINTt
! | ANALYSIS OP VARIANCE

Treatment No. Baseline Mean Change Prom .
Variable Grou~. Subjects Mean 8.D. Baseline At 8.D.
(Pre- Endpointt
. Inft{al Dose)
Atrial Rate PN 200-110:
(Per Min.)
Stage 1 8 58.9 6.20 5.63* 7.78
Stage 11 7 58,1 9.96 4,57 7.89
Stage III 7 56.3 4.03 6.86 8.77
Stage 1V 7 52,1 12.24 12.29* 9.64
Placebo 12 59.2 7.38 6.50* 9.20
Ventricular Rate PN 200-110¢
(Per Min.)
Stage I 8 58.9 6.20 5.63#4 7.78
Stage II 7 58.1 9,96 4.57 7.89
Stage 111 7 56.3 4.03 6.86 9.77
Stage 1V 7 52.1 12.24 12,29* 9.64
Placebo 12 59.2 7.38 6.50* 9.20
P-R Interval PN 200~-110.
(sec.)
Stage I 8 0.180 0.01 | 0.600 0.01
Staje 11 7 0.173 0.01 | -0.010+ 0.01
Stage III 7 0.154 0.02 0.021%% 0.01
Stage 1V 7 0.163 6.03 0.014 0.02
Placebo \ 12 0.168 0.02 0.003 0.02

tEndpoint is Day 4 for Stages I-IIi, Day 8 for Stage IV.
|

(1) PC.10, #PC.OS, ** P01, *x4 p%.001

(214
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TABLE
PN 200-11v 34TUDY NO. 2

Jﬂt.d)

ECG OATA

! ALL STAGES -~ ENDPOINTY
ANALYSIS OF VARIANCE

./!

Treatuwent No. Baseline Mean Change From
Variable Group Subjects Mean s.D. Baseline At $.D,
(Pre- Endpointt
Initial
Dose)
QRS Duration PN 200-110:
{Sec.) ’

Stage 1 8 0.079 0.01 0.002 0.01

stage II 7 0.076 0.01| | -0.010* ~ 0.01

Stage I1I 7 0.063 0.01 0.017%% 0.01

|
Stage 1V 7 0.083 0.01 0.000 0.01
|
Placebo 12 0.072 0.01 0.001 . 0.01
Q-T Interval PN 200-110:
(Sec.)
Stage 1 8 0.380 0.02 -0.013(*) 0.02
}

Stage 11 7 0.389 0.03 -0.011* 0.02

Stage I1I 7 0.3 0.02 -0.023- 0.02

Stage IV 7 0.397 0.03 ~-0.027(*) 0.03

Placebo ' 12 0.385 0.03 ~0.023%%4 0.02

tEndpoint is Day 4 for Stages I-III, Day 8 for Stage IV,

(*) p<.10, *p<.05, ** p<.01, *%* pC 001

|
|
i
i
i
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TABLE 14
PN 200-110 STUCY NO, 2
LAB DATA - HEMATOLOGY
ALL STAGES - ENDPOINYT?
ANALYSIS OF VARIANCE

Variable Treatmant No. Basellne Nean Change From
(Normsl Range) Group Subjects Mean S.D. Baseline At 5.D.
{Screemning) Endpointt
riemoglobin PN 200-110:
gn/dl
(18-18) Stage 1 8 13.8 1.21 0.16 0.82
) stage 11 7 5.8 |1.09 | -0.27 ) 0.68
Stage 1I: 7 15.8 a.81 -0.06 0.58
Stage 1v 7 13.8 1.54 =0.10 1.14
Placebo 12 15.7 1.32 0.47 1.39
Mematocrit X PN 200-110:
(42-52)
Stage I 8 44,3 3.1 | <100 - 3.02
Stage 11 7 43,1 2.41 2.86° .l 2.9
»
Stage 11l 7 47.0 J.11 0.14 = 1.68
Stage 1v 7 46.3 4,89 0.57 (l) 3.69
Placebo 12 45.3 4,33 2.42 5.16
weC x 103 cu. mm PN 200-110:
(‘06-‘006)
- Stage I 8 | 65 1.36 | 0.09 - 1.3
Stage 1 7 5.9 1.25 0.83 1.41
Stage I1I 7 8.3 2.76 «1.2! - (l) 2.48
Stage Iv 7 7.7 1.82 1,20° 1 1.29
Placebo 12 6.9 1.49 1.18* - 1.81

tEndpoint 1s Day & for Stages l-III, Oay 8 for Stags 1V
(*) p<.10, *p<.25, ** p<.01, *** p<.001
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TABLE 14 (Cont'd)
PN 200-110 STUDY NO. 2
LAB DATA - HEMATOLOGY
AL STAGES ~ ENDPOINTT
ANALYSIS OF VARIANCE

———

YVarisbis Trestment No. Baseline Mesn Change Froms
(Normal Range) . Gxoup Subjects Hean S.D. Baseline at $.0.
(Screening) Endpointt
Bands % PN 200-110:
(0-8)
Stage 1 8 2.8 1.83 | -0.13 -~ | 1.s8
Stags 11 7 2.0 1.00 1.14 -I 1.86
Stage 111l 7 1.6 C.79 0.43 l (*)] s.27
Stage IV 7 2.9 2.27 | -0.1a .‘J 2.85
)
Placebo 12 1.9 1.08 | -0.58 J <1162
Neutrophils % PN 200-110:
(50-7%)
Stage I ] 55.9 6.06 «5.00° $.93
4
. Stage 11! 7 57.7 12,84 -3,29 10.89
Stuge 1V 7 61.9 7.84 3.14 .-l 7.36
Placebo 12 59,3 7.60 | -a.25 I 10.39
Lymphocytes X PN 200-110:
(20-40)
Stags 1 8 36.0 6.70 3.%0 6.07
_ . o o]
Stage 11 7 40,3 5.02 1.00 10.26
Stage 111 7 36.0 13.65 1.43 10.66
Stage 1V 7 29.6 9.00 | -3.43 o 9.7
Placedo 12 33.1 7.23 3,75 9.48

tCndpoint is Oay A for Stages I-III, Day 8 for Stege IV
(*) p<.10, *p<.05, ** p<.01, **% p¢.001
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TABRLE 14 (Cont'd)
PN 200-110 STUOY NO. 2
LAS DATA - HEMATOLORY
ALL STAGES - EM 154
ANALYSIS OF VARLmeE

Varisble Tr.oatment No, Baseline Mesn Change From
(Normal Rangs) Group Subjects Maan 5.0. Gaselins At s.0.
(Scresning) Enipaintt
Monocytes % PN 200-110:
(0-8)
Stage 1 8 3.8 2.25 -0.13 2.85
Stage II 7. 3.3 0.9% 1.29 2.50
Stage 111 ? 2.6 1.72 1.43 2.097
Stage 1V 7 3.4 2.3 0.43 2.2)
Placebo 12 3.8 2.45 1.50 3.53
Eosinophilsk PN 200-110:
{0-a)
Stage 1 8 1.5 0.93 1,75 - 1.91
Stage Il ? 1.7 0.95 =0.29 1.50
Stage 11l 7 2.1 2.34 0.00 * 1.63
Stage 1v 7 2.3 2.29 0.00 1.00
Placebo 12 1.9 1.56 -0.50 2.07
Basaphils % PN 200-110:
(0-2)
- Stage 1 8 0.1 | o0.35 | 0,00 _to.sa
Stage II 7 0.0 0.00 0.00 0.00
Stage III 7 0.0 0.00 0.00 0.00
Stage 1V 7 0.0 0.00 0.00 0.00
Placebo 12 0.0 0.00 0.08 0.00

tEndpoint is Day 4 for Stages 1-1I1I, Day 8 for Stage IV

(*) p<.10, *p<.08, ** pC.01, *** p<.001
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‘TA
PN 200-3% 1. _TUDY NO, 2
LAB OATA -~ URINALYSIS
ALL STAGES - ENDPOINTt
ANALYSIS OF VARIANCE

Variable Treatment No. Baseline Mean Change From
(Normal Range) Group Subjects Mean S.D. Baseline At S.D.
: (Screening) Endpointt
Specific Gravity PN 200-110:
(1.001-1.035)
Stage T 8 1.011 0.007 0.005 0.009
Stage II 7 1.019 0.007| { 0.001 0.012
!
Stage III 7 1.011 0.007 0.007(*) 0.008
Stage 1V 7 1.012 0.008 0.003 0.010
Placebo i 12 1.017 6.007 | -0.003 0.007
- pH PN 200-110:
(5.0-8.0)
Stage I 8 6.0 0.76 -0.88% 0.84
|
Stage II 7 6.1 1.17 -0.29 1.47
Stage IIT 7 7.3 0.57 ~1.21%% 0.64
Stage IV 7 6.6 0.38 ~1.21%% ‘1* 0.86
Placebo 12 5.9 1.19 | | -0.46 _J 1.36

tEndpoint is Day 4 for Stages I-III, Day 8 for Stage IV.

(*) p<.10, *p<.05, ** p<.01, *** pc. 001
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TABLE 16
PN 200-110 STUDY NO. 2
LAB DATA - CHEMISTRIES
AL STAGES ~ CNDPOINTt
ANALYSLS OF VARIANCE

Varisble Treatmant Na. Baselins Moan Change From :
(Normal Renge) Group Subjects Mean 5.0. Saseline At 's.0.
(Screening) Endpointe
Calcium PN 200-110:
mg/dl
(8.5-10.8) Stage I 8 10.1 0.44 <0.26(*) 0.38
Stage I1 | 1 10.2 0.37 0,21 0,37
: Stage 111 7 10.2 0.25 =0.21¢ 0.20
Stage 1v 7 10.2 0.33 <0.26(°) 0.33
Placebo 12 1C.3 0.4 «0.20 0.47
Inotganic PN 200-110:
Pnosphotus
mg/dl Stages I 8 3.8 0.48 0.46° - 0.52
(2.’-..5’
Stage 11 7 3.5 0.57 0.26 0.58
Stage I1I 7 3.4 0.62 0.33 0.5¢6
Stage 1V 7 3.4 0.25 -0.01 0.60
Placebo 12 3.3 0.36 0.23 0.58
BUN PN 200-1103
mg/dl
(10-23) Stage 1 8 11.6 2.97 4,130 o] 3a1e
Stags 11 7 13.7 4.96 1.86 4,22
Stage 11! 7 11.7 3.09 2.71(®) 3.50
Stsge 1V ? 12.3 3.99 2.71(*) 3.09
Placebo 12 12.8 3.60 1.58(*) 2.97

teEndpoint is Day & for Stages I-111, Day 8 for Stage IV

(*) p<.10, *p<,0%5, ** p<.01, **® p<, 001
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TABLE 16 (Cont'd)

PN 200-110 STUDY NO. 2
LAB DATA - CHEMISTRIES
ALL STAGES - ENDPOINT*

ANALYSIS OF VARIANCL

Variable Treataent No. Baseline Mean Charge From
(Normal Range) Group Subjects Meen s.0. Basalinc At S.D.
(Screening) Endpointy
uric Acld PN 200-110:
my/dl
(2.5-8.5) Stage I 8 6.0 0.83 ~0.73es 0.58
Stage 11 2 60 CUPYN ENPUP t FPURMEESU. PPN
Stage IILX 7 5.6 0.93 -~0.39 l 0.56
<
Stage IV 7 6.2 1.42 | <1.,00°¢ J 1.06
Placebo 12 6.6 0.63 -0.78ee 0.76
Glucose PN 200-110:
mg/dl
(70-110) Stage I 8 92.9 7.92 7.25(*) 8,88
Stags 11 ? 97.3 9.07 «0.57 - 6,40
Stage 11! 7 89.4 12,10 15,29+ l 10,32
Stuge 1Iv 7 95,1 9.30 4.14 J 8,17
Placeoo 12 92.0 6.47 8,920 7.35
Total Protein PN 200-110:
gm/dl
(6.0-8.5) Stags 1 . 7.2 _.} 0.42 | -0.08 —1-0.33 -
Stage 1I 7 7.4 0.32 =0.37¢» - | 0.28
Stage 111 7 7.3 0.38 «0.21(®) - l 0.27
Placebo 12 7.4 0.41 ~0.03 .J 0.45

TtEndpoint is Day & for Stages I-IIl, Day 8 for Stags 1V

{*) p<.10, *p<.03, ** p<.01, *** p<.0M




TABLE 16 (Cont'd)
PN 200-110 STUDY NO. 2
LAB DATA - CHEMISTRIES
ALL STAGES - ENOPOINTY
ANALYSLS OF VARIANCE

-

variale Treataent No. Baseline Mean Chamge From
(Noxsal Rangs) Group Subjects Mean s.0. Baseline At S.0.
(Screening) Endpo intt
Albumin PN 200-110: -
gn/dl
(3.2-5.5) Stage 1 8 4.7 0.24 «0.14* 0.14
Stage 11 7 4,7 0.32 «0.07 0.26
Stage 11l 7 4,7 0.16 ~0.19(*) 0.25
Stage 1Iv 7 4.8 0.23 -0.10 0.17
Placsbo 12 4.7 0.27 -0.07 0.27
Total Biliruvbin PN 200-110:
mg/dl
{(0.2-1.1) Stage 1 8 0.5 0.22 -0.13 0.24
‘ Stage II 7 0.6 0.24 =0,30% 0.23
Stage 11! 7 0.5 0.21 =0.20* 0.15
Stags 1v 7 0.7 0.40 -0.30* 0.25
Placebo 12 0.6 0.24 -0.2308¢ 0.21
Cholesterol PN 200-110:
mg/dl
(140-320) Stage 1 8 185.9 24,75 | -9.38 16.64
Stage 11 7 185.0 33.94 [-10.00(*) 12,18
Stege 11l 7 183.3 23.19 7.7 19.31
Stage 1v 7 178.9 33.30 «5,00 29.12
Placebo 12 180.0 23.17 ~2,25 17.83

tEndpoint is Day 4 for Stages I-111, Day 8 for Stage IV

(*) p<.10, *p<.05, ** p<.01, *** p< 000
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TARLE 16 (Cont*d)

PN 200-110 STUDY NO. 2
LAB DATA - CHEMISTRIES
ALL STAGES - ENDPGINTY

ANALYSIS OF YARIANCE

Variabls Treatmant No. Baseline Mean Change From
{(Normal Range) Group Subjects Mean S.0. Baselins At s.0.
(Sczeening) Endpointt
Alkaline PN 200-110:
pnosphatase uUnits
(30-115) Stage I 8 a3.0 27.18 «5.38(*) 7.35
_Stage 11! | ? 719.6  [127.42 ~4.57 9.52
Stage 11l 7 7a.1 22.92 ~7.43(*) - 8,12
Stage 1v 7 91.3 18.02 <T.7U(*®) (l) 3.98
Placebo 12 89.3 15.36 -1,58 8.22
LDH Units PN 200-110:
(80-225)
Stage 1 8 172.0 27.99 3.50 - }25.53
; Stage 11 7 161.4 37.99 [=35.29%* .. 19.33
i
' Stage 111 7 177.0 25,35 1-16.29(*) ** [19.85
*
Stage 1V 7 171.0 17.62 -6.29 J 23.47
Placebo 12 130.3 27.23 |[-24,75%¢ - 121,38
SGOT Units PN 200-110:
(0-a1)
o Stage I 8 7.1 ] 3.54 -0.50 7.80
Stage 11 7 18.0 4.12 -2.43 5.06
Stage 11 7 15.3 5.83 7.29(*) 3.0s
Stage 1lv 7 21.4 7.81 6.86(*) 8.19
Placebo 12 23.8 11.66 0.75 12.86
tEndpoint 13 Day & for Stages I-III, Day 8 for Stage IV
{*) p<.10, *p<.05, ** p<.01, **» pC,001
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TABLE 16 {Cont'd)

PN 200-110 STUDY NO. 2
LAB DATA - CHEMISTRIES
K. L STAGES - ENDPOINTT
ANALYSLS OF VARIANCE

Veridle Treataent No. Baseline Mean Change From
(Norwal Range) Group Subjects Mean S.0. faseline At S.0.
(Screening) Endpointt
SGPT units PN 200-110:
{0-a8%)
Stage 1 8 21.8 6.76 9.34ne §.59
Stage 11 2 29.4 _|10.52 2.29 9.30
stage III 7 23.1 11.88 9.71(*) 10.78
Stage 1v 7 2.1 7.73 24,71 - 21.60
Placebo 12 30.5 11,91 | 125 14,04
Sodium PN 200-110:
mEq/l
(135-145) stage 1 8 142.5 0.93 -0.38 1.30
Stage 11 7 141.7 1.60 -2,25%% - 1.1
stages 11l 7 142.0 1.29 0.00 l 1.6
(2 2]
Stage 1v 7 140.6 1.51 2.71e0 _1 -J 1.50
Placebo 12 182.1 1.93 0.42 1.83
Potassium PN 200-110:
mEq/}
(3.5-5.0) Stage 1 8 4,7 0.36 | -0.38(*®) 0.48
Stags 11 7 4.8 0.35 -0.40 0.56
Stage 111 7 4.4 0.34 -0.068 0.41
Stasge 1v 7 4.8 0.28 -Q,17¢ Q.16
Placebo 12 4.8 0.33 -0.420% 0.43

tEndpoint is Day 4 for Stages I-11I, Day 8 for Stage IV

(*) p<.10, *p<.035,

*# p¢.01, *%* p<.001
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TABLE 16 (Cont'd)

PN 200-110 STUDY NO. 2
LAB DATA - CHEMISTRIES
AL STAGES ~ EnNDPOINTY

MNALYSIS OF VARIANCE

Variasble Treatment "No. Baseline Mea:: Thenge From
(Normal Range) Group Subjects Measn 5.D0. Baseline At S.0.
{Screening) Endpointt
Chloride PN 200-110:
mEq/1
(95-108) Stage I 8 104.0 1.07 0.88 1.89
S‘Cm ii - 7 i63¢§ ‘-W U7 2.29
Stage I1I 7 103.4 1.51 1.86% - 1.95
Stage 1v 7 103.0 1.92 2.29(*) 2.50
Placebo 12 102.8 2.52 1.17 2.76
C0, PN 200-110:
mEq/1
{24.32) Stage 1 8 27.1 1.25 -2.25% - 1.83
Stage I1 7 27.0 1.29 ~0.71% 1.80
Stage 111 7 27.6 0.98 -0.14 "L 1.46
Stage v 7 27.9 0.90 «0.88 1.35
° Placebo 12 27.7 1.44 -0.50 - 1.31
Creatinine PN 200-110:
mg/dl .
R Stm I - ’8 - = “QG’ - 0008 0003 °|07
Stage I1I 7 1.9 0.13 -0.04 g.11
Stage 111 7 e.9 0.14 0.03 0.08
Stage 1v 7 1.1 0.13 -0.06 0.21
Placebo 12 1.1 0.14 -0.02 0.11

tEndpoint is Day A for Stages 1-I11, Day 8 for Stage 1V

(*) p<.10, *p<.035, ** p<.01, *** p<. 001




TABLE 23
PN 200-110 ZTUDY NO. 2

SUMMARY OF ADVERSE REACTIONS

PN 200-110 Study
Subject | Treatment Adverse Severity Day Due to
Group Reaction Occurring Drug
102 Stage I Headache Mild 1,2 Yes
103 Stage I Headache Mild 1 Yes
106 Stage I Inc. Heart Beat Mild 1 Uncertain
Headache Mild 1,2 Yes
Nausea Mild 1 Yes
107 Stagé 1 Weakness  Mild R Uncertain
Headache Moderate 1,2,3 Yes
Warm & Clammy Mild 1 Uncertain
Nausea Mild 1,2,3 Yes
Emesis Mild 1 Yes
108 Stage I Inc. Heart Beat Milg 1 Uncertain
Lightheadedness Mild 3 Yes
109 Stage I Inc. Heart Beat Mild 1 Mild
p Headache Mila 1 Yes
110 Stage I Tingling Mild 1,2 Yes
warm Sensation Milad 1,2 Yes
Headache Mild 1,2,3 Yes
Tiredness Mild 1 Uncertain
Jittery Feeling Mild 2 Uncertain
Weakness Mild 2 Uncertain
112 Stage I Drowsiness Mild 1 Yes
Headache Mild 1 Yes
o _Abdominal Dise.  Milc_ . 2 . _ Yes
Ratio of Subjects Reporting at Least One Adverse Reaction 8/8 = 100%
201 Stage I1I Headache Mild 2 Yes
Tiredness Mild 3 Uncertain
202 Stage II Lightheadedness Mild 1 Yes
Headache Mild 2 Yes
207 Stage II  Headache Mild 1,2 Yes
210 Stage II Drowsiness Milad 1 Uncertain
Inc. Heart Beat Mild 1,2 Yes
_ Pressure Head Mild 1 Yes
( Ratio of Subjects ﬁeporting at Least One Adverse Reaction 4/7 = 57%
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TABLE 23 (Cont'q)
PN 200-110 STUDY NO. 2
SUMMARY OF ADVERSE REACTIONS

PN 200-110 Study
Subject | Treatment Adverse Severity Day Due to
Group Reaction Cccurring Drug
303 Stage III Headache Mild 1 Yes
Tiredness Mild 1 No
305 Stage I1lX Eeadache Moderate 2,3 Yes
306 Stage III Emesis Mild 1 Yes
- — Headache — —Mild 2 Yeos-
Nausea Mild 2 Y s

Ratio of Subjects Reporting at Least One Adverse Reaction 3/7 = 43%

401 Stage 1V Headache Mild 1 Yes
402 Stage 1V Drows:iness Mild 1 Uncertain
Lightheadedness Mild 1 Yes
Diaphoresis Mild 2,3 Uncertain
404 Stage 1V Drowsiness Mild 1 Uncertain
Headache Mild 1,2 Yes
Tiredness Mild 3 Uncertain
405 Stage 1V Drowsiness Mild 1 Uncertain
Emesis Mild 4 Yes
Nausea Mild 4 Yes
Abdominal Cramps  Mild 4 Yes
Headache Mild 4 Yes
Diarrhea Mild 7 Yes
407 Stage IV ._Feels Mellow - - —-Mild —1;5- - - -Uncertain -
Yawning Mild 1,2,3,4 Uncertain
Lightheadedness Mila 1,2,3,4,5,6 Yes
Weakness Mild 2,1 Uncertain
Fatigue Mild 4 Uncertain
408 Stage 1V Nausea Mild 4 Yes
Headache Mild 4,5 Yes
Byelid Disorder Mild 7 No

Ratio of Subjects Reporting at Lease One Adverse Reaction 6/7 = 863
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TABLE 23 (Cont'd)
PN 200-110 STUDY NO, 2

SUMMARY OF ADVERSE REACTIONS

Placebo Total
Subject | Treatment Adverse Severity | Duration Due to
Group Reaction {Bours) Drug
208 Stage II Headache Mild 1,2,3 Yes
ABD Pain-Lower Mild 2 No
Lightheadedness Mild 2 Yes
307 Stage III Feels Mellow Mild 1 No
. Abdominal Cramnp Mild 1,3 Yes
Lower Back Pain Mila p No
Headache Mild 4 Uncertala . | oom
308 Stage III Lightheadedness Mild 1 Yes
Tight in Chest Mild 1,2 Uncertain
403 Stage 1V Pressure Sensation Mild 7 “No
406 Stage IV Tiredness Mild 1 No
Light Sensitivity wMild 2 Uncertain
Lightheadedness Mild 3,4,5,7 Yes
Feels Mellow Mild 3,5,6,7 Uncertain
Feels Relaxed Mild 3 Uncertain
Dry Mouth Milad 4,5 Uncertain
Drowsiness Milgd 4,7 Uncertain
410 Stage 1V Tiredness Mild 2 Uncertain
Lightheadedness Mild 3 Yes
Headache Mila 3,6 Yes
Stomachache Mild 3 Yes
Nausea Mild 4,5 Yes
Emesis Milad 4 Yes
Dry Heaves Mild 4 Yes
B _Diaphoresis Mild 4 ___ _Uncertain _
Right Eye Pain Mild 7 No

Ratio of Subjects Reporting at Least One Adverse Reaction 6/12 = 50%
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COMPARAT IVE

TABLE 24

PN 200-110 STUDY NGO, 2

FREQUENCY OF SUBJECTS REPORTING
AN ADVERSE REACYION

‘et

i
/l

PN 200-110 Treatagznt Group Placebo
Adverss Reacticns Stage 1 Stage 11 Stage 111 Stagse IV Stages [.1y
(N=8) (N=7) (N=7) (N=?) {N=12)
niscellaneous -
Eyelid Discrders o 0 0 1 0
Eye Discoafort 0 0 0 0 1 .
Musculoskeletal )
gack, Ache/Pain 0 0 0 s} 1
gxtreaities, ache/Pain 0 (4] 4] 0 ]
Respirstory
Respiration abnorasl Q g 1] 1 0
Cardiovascular
‘hest Pain 1] 0 4] o} ]
L chycardia 3 1 0 o 0
" -astro-Intestinal
Abdominal Oiscomfort 1 (s} o 1 3
Diatsrhea (] 0 0 1 (o]
Eructation o (o] 0 0 1
Nausea 2 (4] 1 2 1
vomiting 1 o} 1 1 1
Cantral Narvous Systes - -
veskness 2 0 0 1 0
Calm Feeling o o] (] 1 2
Dizziness 1 1 0 2 a
Orowsy 1 1 1] 3 1
Fatigue 1 1 1 2 2
Headache 7 3 3 4 3
Head, Misc. Adbnormalities 0 1 0 0 0
Nervousness 1 0 4] 0 v}
tight Sengitive o ¢ o 0 1
Tranquilized 0 o 0 e 1
Autonomic Nervous System
¢ Mouth o] 0 [+ ] 0 1
k Aerhidrosis 0 0 0 1 1
-Ngling 1 o 0 ] 0
wars Feeling 2 4] ] (4] 0
—
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TABLE 25
PN 200-110 STUDY NO. 2
COMPARATIVE FREQUENCY OF SUBJECTS REPORTING
AT LEAST ORE ADVERSE REACTION

——

Treatment N Wwith at Least One with No
Group Adverse Reaction Adverse Reactions

PN 200-110:

Stage I 8 8 0 —
Stage 11 1 4 3 3)1
Stage III 7 3 4 -
Stage 1V 7 6 1

Placebc 12 6 é _‘!'

(*) p<.10, * p<.05, ** p<.01, *** p<.001
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Protocol 398

A Re-Challenge Study of PN 200-110 to Determine
Possible Liver Toxicity

-

Investigators:

Albert Cohen, M.D. Francis J. Murdaco, M.D.
Peninsular Testing Corp Mauro Merlo, M.D.

20215 N.W. Znd Ave, Suite 3 _ _€linical Regearch Associates
Miam3, F1 33169 ) 50 Madison Ave

New York NY 10010,

Bachground:
A number of studies have been conducted with PN 200-110 without
any apparant adverse reactions. One month after conclusion of
study 310, a volunteer returned to participate in an unrelated
study. On screening it was found that the subject had elevated
aminotransferases. A similar result was then obtained in a
second subject resulting in the recall of a1l 18 subjects from
the study. It was found that seven subjects had elevated
aminotransferases ranging from 200 to 1600 units and four had
minimal liver enzyme elevations € 200 units. Four subjects were
found to have positive hepatitis B core antibodies with negative
hepatitis B surface antigen. Most of the affected subjects were
c¢linically well. Four complained of mild fatigue and one had
slight anorexia. Two reported a period of dark urine and light
stools and one had morning nausea. It was several months before
the elevated liver enzymes returned to normal.

A number of, .subjects had hJstories{aasoctatedrw1th liver disease
e.qg. aicoholism, male prostitution: ‘and drug abuse. A1l had been

-~—housed—im; 8 motel and schico] dormitory and-the timing suggested
exposure to a common hepatotox1c or infectious agent.
Elevated enzymes had also beem observed in a8 few subjects in
other studies but had returned to normal within 1 - 3 weeks post

study. As a result of the above, a rechal]enge study was
conducted. .Ag

ObJect1ve.




Styay Fian
A1l qualified zubjects who were znreilzsd remained in the study
untt for the full 18 days of the trial. Liver function teztz and
CBC were determined daily for three to four days prior to
dosing. 1If aminctransferases were normal « + 15% of upper limit

' of normal), subjects received FN 200-110 10 mg. Subjects with

aminotranferases outside normal limits remained at study site for
the full time and were evaluated in the same way as the "normel™
sub jects.

Dosing - -

On study day 1, subjects received a single 10 mg capsule of PN
200-110 at 8 a.m. One subject received placebo as a control.

Evaluation

Results

Jabjesd. lists -data for those subjectsswho were rechallenged and o g

Vital signs were recorded at screening, day 1 and day 14. ECGs
were done at screening and laboratory evaluations done at
screening, daily from day -4 to day 8 and then either daily or
every second day to day 14.

There were 11 subjects entered into this study, 9 of whom were

rechallenged with 10 mg PN 200-110 and one who received placebo.

The remaining subject received nothing. There were no findings

in past medical history -that were considered to interfere with

study objectives., Table 3 lists history of drug abuse etc for

all subjects, (Did original protocols not exclude this type of

volunteer ? Is it certain that drug abuse, alcoholism etc will

not interfere in evaluation 7).

Tables 4 and 5 give the results of the liver function tests. -

Table 5 gives data for the two subjects not ceceiving active . . .~

drug. These latter two subjects were not rechallenged due to e
persistent aminotransferase elevations during baseline period. .
Table 6 compares maximum enzyme levels during study 398 with

those from earlier trial. l

SGOT and SGPT data were plotted for each subject, figures 1 - 11.

Two subjects developed elevations of, SGOT and SGPT on several

test, days.. The values for subJec%‘
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There were no new clinical abnormalities observed nor wsre thsre

significant changss in EUGs or chest x-rays.

Adverse Reactions

Tables 14 and 15 list ADRs and their frequency. The most
frequent complaint was headache, reported by 7/9 of subjects.

Other ADRs included nausea and vomiting, chest pain and
backache,

Discussion

There were no clinically significant changes in physical
examination, ECG or vital signs No serious adverse reactions
were reported. Sponsor concludes that 7/9 subjects did not
demonstrate clinically significant elevations in their enzymes or
other liver parameters. Two subjects did exhibit changes
following rechallenge. Sponsor concludes that since 7/9 subjects
"did not demonstrate meaningful elevations in serum transaminases
during rechallenge, it is unlikely that the elevations observed

previously in these subjects were due to PN 200-110."

Reviewer ‘s Comments

i.

It is difficult to understand why subjects with potential liver
problems, (alcoholism, drug abuse etc) were enrolled in a clinical
study, especially a phase I study.

Elevations of .enzymes.did occur in a number of sub;ects but not to-a

c11n1cally s1gn1f1¢ant level. These sgbgggjs4~hnweyec,#onlyazece4ved—————

one dose of medication. What would the result be with chronic use ?

Review of data by consultants tend to point to a non drug

relationshipp. It appears likely that subjects contracted
(sub-clinical) hepatitis. .




PN 200-110 STUDY NO.

TABLE 3

398

ADVERSE REACTIONS AND OTHER OBSERVATIONS

ALL SUBJECTS

Subject No.

Subject No./Study No.
Previous Study

Adverse Reactions/Observations

—osercecesaans

Subject No. 7
Study No, 318

Subject No. 14
Study No. 313

E T L L

L e T Y T

Not dosed
with
PN 200-110

Study No. 310

R L L L L T TP PN P

Subject No. 7
Study No, 310

No complaints reported; admitted to deing dlsexual, but
denied recent contacts. Subject sprayed his apartment
heavily with Lysol spray a few days bdefore receiving tre
second dose of PN 200-119 in Study No. 318,

L D L S il b T PP R P R

No complaints reported.

L L R T T T T PP PR RN O DT T TP iy

0 = Ten Tasted
1,5 hrs. This subject smoked somse ol the same cigaretiss
which were being samoked by Subject No. 6.

L L L e L b b T b T T T T T Oy e iy R,

Complained of nausea and headache 1 hr. post-dose and
vomited 3.5 hrs. post-dose,

Subject No, 8
Study No. 310

Subject No. 9
Study No. 310

cwe

- L L T T e D b R T T R e T T T )

No complaints reported; admitted to being ~omosexual and
was arrested in the past as a sale prostitute., He also

indicated that he participated in 7-8 drug :rials withia
the last year.

0id not receive PN 200-110 during the rs-challenge, On
quastioning, this subject gave a long histery of drug
use: oral, nasal, snd IV use of PCP (angel dust) during
the summer, 1973; biphetasine 20 (black besuty) during
the saae interval; coceaine use in 1974 and 2-3 times/yr.
since then; marijuana use (joint/day) even during the
past year; heavy alcohol use between the ages of 17-22
{he i3 now 36).

Subject No. 2
Study No, 310

-

Complained of headache and nausea 5 hrs. post-dose and
vomited 3 hrs. post-dose. Under questioning following

some drug abuss by the subjects at the site, dut this is
unsubstantiated, as the subjects were ssarched on entry
and all personal possessions and clothes were removed.
This subject 1s known to lis.

Subject No. 35
Study No, 310

Coaplained of headache 32 hrs., post-dose and backache as
2 result of a previous -ototeycll accldont Codeine was
proscrlbod. el S g

"”hﬂﬁ‘?< s B
kb Teide: 20E 1

_completion_of the study, he lddicated-that-there was —-—|
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Protocol 398

=
W

A Re-Challenge 5Study of PN 200-110 to Determine
Possible Liver Toxicity

Investigators:

Albert Cohen, M.D. Francis J. Murdaco, M.D.
Peninsular Testing Corp Mauro Merlo, M.D.

20215 N.W. 2nd Ave, Suite 3 Clinical Research Assaciates
Miami, F1 33163 50 Madison Ave

New York NY 10010.

Bachground:

A number of studiss have been conducted with PN 200-110 without
any apparant adverse reactions. One month after conclusion of
study 310, @ volunteer returned to participate in an unrelated
study. On screening it was fcound that the subject had elevated
aminotransferases. A similar result was then obtained in a
second subject resulting in the recall of all 18 subjects from
the study. It was found that seven subjects had elevated
aminotransferases ranging from 200 to 1600 units and four had
minimal liver enzyme elevations < 200 units. Four subjects were
found to have positive hepatitis B core antibodies with negative
hepatitis B surface antigen. Most of the affected subjects were
clinically well. Four complained of mild fatigue and one had
slight anorexia. Two reported a period of dark urine and light
stools and one had morning nausea. It was several months before
the elevated liver enzymes returned to normal.

A number of subjects had histories associated with liver disease
e.q. alcoholism, male prostitution and drug abuse. All had been
housed in a motel and school dormitory and the timing suggested
exposure to a common hepatotoxic or infectious agent.

Elevated enzymes had also beem observed in a few subjects in
other studies but had returned to normal within 1 - 3 weeks post
study. As a result of the above, a rechallenge study was
conducted.

Objective:
To assess the Tiver tox1c1ty of PN 200-110 by rechallenging
normal male subjects who demonstrated elevated liver enzymes . = . .
after d051ng with either PN 200- 110 oral solution or capsules» B -
Do o ""‘3." ,‘,2_,‘ -y W!ﬁ‘ 931%,,: W W ’;,'ﬁ?:?

Population 2 ’ ’ .if’
Eleven male _subjects who had demonstrated liver enzyme - e]evataons'
after PN 200 110 administered 1n studies 310 313 and 318 wer

unava11ab1e for this stuqx, “one was Iost to foIlo |
unable to take time from‘work. I .



ATl gquaiified subjects who werse snroiled rematned n the ztud, ,
unit for the full 12 days of the trial. Liver function teztz and

LB were determined daily for three tc four days prior to

Jozing. 1f aminotransferasesz were normal ( + 15% of upper limit

of normal), subjects received PN 200-110 10 mg. Subjects with

aminotranferases outside normal limits remained at study site for
the full time and were evaluated in the same way as the "normel"
sub je=cts.

Dosing

On study day 1, éubjects received a single 10 mg capsule of PN

Rt
i}

£00-110 at 8 a.m. One subject received placebo as a control,

Evaluation
Vital signs were recorded at zc
were done at screening and labo
screening, daily from day -4 t
every second day to day 14,

reening, day 1 and day 14. ECGs
oratory evaluations done at
nl

> day 8 and then either daily or

There were 11 subjects entered into this study, 9 of whom were
rechallenged with 10 mg PN 200-110 and one who received placeve.
The remaining subject received nothing. There were no findings
in past medical history that were considered to interfere with
study objectives. Table 3 lists history of drug abuse etc for
all subjects. (Did original protocols not exclude this type of
volunteer ? Is it certain that drug abuse, alcoholism etc will
not interfere in evaluation 7).

Tables 4 and 5 give the results of the liver function tests.
Table 4 lists data for those subjects who were rechallenged and
Table 5 gives data for the two _subjects not receiving active _

drug. These latter two subjects were not rechallenged due to
persistent aminotransferase elevations during baseline period.
Table 6 compares maximum enzyme levels during study 398 with
those from earlier trial.

SGOT and SGPT data were plotted for each subject, figures 1 - 11.
Two subjects developed elevations of SGOT and SGPT on several
test days. The values for subject 3 became elevated on day 4
reaching a maximum on days 7 - 10 and then returning to normal.
On day 13, a liver biopsy was done and indicated non specific
reactive hepatitis (report 5upp11ed) Subject 11 had. elevated

on day 10. He refused‘a 11ver biopsy. For the rema1n1ng
subjects, no consistent e1evat10ns were observed.v

w&ﬂ-r : B I ST SR S B2 =N
Plasma concentrations were determ1ned one hour post dosge - for
subjects. Table 7 p eserg,s theseZ; e =

Six subjects'were- po

&3@#’?&* m&f“ ‘m :




.
e no new ~linical abnormalities observed nor were ther

r r 1
significant chenges in ELGs or chest x-rays.

i

Adverse Reactions

Tables 14 and 15 Tist ADRs and their frequency. The most
frequent complaint was headache, reported by 7/9 of subjects.
Other ADRs included naus<a and vemiting, chest pain and
backache

Discussicon

There were no <linically significant changes in physical
examination, ECG or vital signs. No serious adverse reactions
were reported. Sponsor concludes that 7/9 subjects did not
demonstrate clinically significant elevations in their enzymss or
other liver parameters. Two subjects did exhibit changes
following rechallenge. Sponsor concludes that since 7/9 subjects
"did not demonstrate meaningful elevations in serum transaminases
during rechallenge, it is unlikely that the elevations observed
previously in these subjects were due to PN 200-110."

Reviewer’s Comments

1. It 1s difficult to understand why subjects with potential liver
problems, (alcoholism, drug abuse etc) were enrolled in a clinical
study, especially a phase 1 study.

2. Elevations of enzymes did occur in a number of subjects, but not to a
clinically significant level. These subjects, however, only received —— -

one dose of medication. What would the result be with chronic use ?
3. Review of data by consultants tend to point to a non drug

relationshipp. [t appears likely that subjects contracted
(sub-clinical) hepatitis,

TR I
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Adverss Reactions/Observations

s

No complaints reported; admitted to deing >isexual, dut
Subject sprayed his apartment
heavily with Lysol spray s few days bdefore ceceiving t-s

second dose of PN 200-113 fn Study No. 318.

L L T L T T g g S gy

€omplaimed v hewdaches 5 BINS, fost-dose wnich lasted
This subject smoked some of the same cigarettss
which were being smoked by Subject No. §.

Complained of nausea and headache 1 hr, pos:-dose and
post-dose.

No complaints reported; sdmitted to deing “omosexual angd
was arrested in the past as a male prostitute, He also
indicated that he participated In 7.8 drug trials withia

Did not receive PN 200-110 during the re-cnrallenge. On
questioning, this subject gave a long histcry of drug
oral, nasal, and IV use of PCP (angel dust) during
the summer, 1973; biphetamine 20 (black beauty) during
the same interval; cocsine use in 1974 and 2-3 times/yr.
since then; marijuana uss (joint/dey) even during the
past year; heavy alcohol use between the ages of 17-22

Coaplained of headache and nausea 5 hrs., post-dose and
voaited 3 hrs. post-dose. Under questioning following
completion of the study; he- indicated that there was-
some drug abuse by the subjects at the site, dut this s
ynsubstantiated, as the subjects were searched on entry
and all personal possessions and clothes wvere removed.
This subject is known to lie.

cawe -

Complzined of headsche 352 hrs. post-dose and backache as
a result of a previous motorcycle accident. Codelne was

Did not tecelve PN 200-110 during ‘the re-challenge, but
s single placebo cspsule, single-blind .on Day 2, - This
subject admitted to & history of heavy.alcohol use and
to taking sll sorts of drugs for ‘several’years, "..

T
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TABLE 3
PN 200-110 STUDY NO. 398
ADVERSE REACTIONS AND OTHER OBSERVATIONS
ALL SUBJECTS
Subject No. Sub ject No./Study No.
Previous Study
1 Sub ject No, 7
Study No, 318 denfed recent contacts,
2 Subject No. 14 No complaints reported.
Study No. 313
T et Mot —
Study No. 310 1.5 hrs.
4 Subject No. 7
Study No. 310 vomited 3.5 hras.
S Sub ject No, 8
Study No. 310
the last year,
[ Subject No., 9
Study No. 310
. use:
Not dosed
with
PN 200-110
(he is now 36).
woooveosveoeoeew [cocsmescsenesswed --o
7 Subject No. 2
Study No. 310
8 Subject No. 5 ’
Study No, 310
. pgcscrlbod.
9 Subject No. 3
. Study No. 310
Dosed with ’
Placebo, not .
PN 200-110 .
s -Subject ‘No. 10 "

N

- 10 A

Study No. 310

Coaplained of hcadiéni‘1&&3??1ii3nfi§”f5?”§hiii ‘days
after roeolving thc .dose of PN 200-110. E

bi‘ga N "J;" :L o :
Cozhuncd :f hud&ﬁr 1.1

of PN 200-110 and>ch t'“dlseo-fofﬁ’“ﬁ "'10911095’3‘»‘» ¥
.Tadisting down his are eleven days ‘following? dosing
his ECGC was notmal.




Table

~° o
4 200-110 SZOY WO, 3 . SMGR TRIAL
T SRIECTS_GCBALLIG. ¥ vw J00-TI0
BESOLYS OF THE LIVAE POMCTION TRSTS
!
sody Days
Subject
wo. Test -4 -3 -2 -1 1ol 2 3 [ s 3 7 . ! ) 10 | " 2 1 3] " 1
oot scor 27 27 FL 3 37 26 7 22 27 10 30 25 " 17 16 13 22 s
E.T. Gt " T «“" i 4" s2 45 4 €@ 4 40 3 » 2= 24 26 3
Alk Ph 82 75 7] 712 ¢ 2 77 72 7¢ 73 77 a0 82 7 7s 1) M 7%
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SGeT 30 28 n 23 24 26 18 ) 1 1" 13 15 | 18 14 -
J.N. (5-40 U/L) s ']
Alk Ph A »n 9 1688 100 2 &7 W % 20 ” L 3] 20 A 'T) ] 97 -
(30-115 U/L) ] l | " ]
Lon P 127 133 ”7 126 { 114 1065 109 110 T q1e 118 135 ] 141 157 -
(100-225 u/L)| L L 8
T. M1t ® 0.3 0.4 0.3 Jo.4l0.3 0.3 0.4 0.3 0.4 0.3 0.3 0.% 1 0.6 A 0.7 -
(0.1-1.2 V) "
o ] r
<03 sGor ) 1} ] 13 10 1. » »s N 72 6 st O 113 a“ 26 L 30 -
5.G. crY r -6 13 1 sl & 3 ST 18 219 2% 304 0| 222 "% 3 102 -
Ak Ph A el 64 (13 ] e '3 6 ™M (13 2 & s 79 1] 3 %0 -
L.oM T M 1L} 130 14 ] 141 WS e 170 1L 159 175 A 159 LT} 124 16 -
T. Ml N 0. 0.8 0.7 ¢slos 0.6 0.7 6.6 0.8 0.5 0.5 " 0.6 0.9 6.7 1.2 -
3 P
004 acor o 2 20 13 as 27 1 23 2 28 28 2508 L 2% 3 4 37 25 -
J.K. scer - 40 1] st L7 2 } ] 2% & 3 33 0 ] 52 62 7] 38 '} ) -
Alk Ph 10 110 13 104} 97 92 (Y] LY %7 109 168 104 m 117 m 107 -
LDN "s 147 150 150 120 134 118 320 124 V2V 1t6 o 110 1" 129 17} 135 -
v. MU e. 1.0 0.7 105108 0.9 0.9 1.0 1.1 0.9 0.4 » o.8| o.9 1.3 1.5 1.1 -
T
0% GoT s s 21 21 28 1} b1 24 a4 n TIee A 27 24 18 19 1 -
8.T. aGrY N 25 23 24 26 an '3 3% n 20 *% ¢ 4" 27 32 11 30 -
Ak Ph 1} € '3 58 7 s2 s 57 LT I 7 S 1] N ss s9 se €0 66 -
Lo 140 162 12 t41 | 140 131 153 133 123 11s 103 B 115 133 1 155 130 -
e 2. 8ilt 0.7 0.7 0.9 1.110.6 t.0 0.9 0.8 1.§ 0.9 0.5 [ 1.2 0.9 0.9 0.7 0.8 -
"No7 $GOT ' k1) n 25 22 1" 27 26 32 F 26 19| 25 14 21 23 -
.. sGrr 40 3 30 Y] 4" 3 27 r}] a 40 T M| 22 n T3 29 -
Alk P 56 7 108 7 64 s% 3] 56 57 s 13 s2 sS4 $3 s3 ss -
Low 174 165 144 156 1 139 W0 171 157 WIS 16 16) 1S 159 "W 180 167 -
T. M L. 0.8 0.7 1.0 Jo0.5{0.37 0.5 0.7 0.6 ¢.8 0.5 06 0.5 0.9 0.7 6.7 0.6 -

Wormal Range Unlese
_X_Mlcntod Othecrwise

60T
0GPT
Alk Ph
LD

T. Bild

-5Q /L
0-45 U/L

30-115 U/L
90-225 u/L
0.1-1.35 mgV

*Day | = Day of dosing. Hesults on Day ! and earller ace pre-dose tesults. All ressl

ooThese samples were collcctob and prepared as usnal, but were refrigerated overnight abd wece plckad up and

past—dose dats.

assayed the folloving day.

Diagnoais:

NB;iSub-ject No. 03 was seen by G.I. speclallet, Dr. H. Siegel, on Day 10 and liver blopsy
Non-specific resnctive hepatitis.

hing values represent

was oblained on Day 11.

v S1q®L
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Table 4 (Cont.) : <
SUSJECTS ECHALLENCED Wilk P 700-110
SESULTS OF [NE LIVFR FUNCTLON TESTS
Study Days

Subject 1
n. Test -4 R el 2 3 & s 6 7 . ’ v %N " " o
108 $GoY o ] ” v 1l W W s 13 10 4 stee wo 2 ” " as s -
N, SGPT SANPLE - ’ 1 P’ 2 1T 11 20 10 36 €3 SAMAE 46 ‘ . “ 1w -

ALk P 03 99 lies{ 99 &3 1002 1 32 s e 9 ” 92 8 w4 -

Lo 17 e a1 Jwes | 128 s 1w 16 10 140 el 1 12 22 123 -

. 0414 0.2 ©0.2 0.7 Join|o.2 0.3 0.2 0.3 0.4 0.2 0.2 0.2] 0.4 0.3 o.v 0.1 -
no scov s N % 21| 20 22 22 32 3 33 % 29 s 3 32(37)e 20 Jees .
mp (13- 30 W/L) s

Pt ') ’ 9 9 | a1 o 3 o e e 9 '} ss|  s¢ 56(s9) 33 'S I

(10-73 /L) 4

Alk en 3 c » 37 4| 3 42 a1t 32 35 a4 30 » 35| 36(30) 34 % -

(15-45 U/L) i

Lon 149 " 139 36 J 1 |13y 976 133 16> 133 121 133 136 51| 142 1a3(217) 112 266 -

(110-240 W) €

1. 81l 0.33 . N 0.31 C.'9 J0.36 ) 0.50 0.47 0.42 6.59 0.60 0.38 0.66 0.63 0.60 0.64 O0.50(0.50) 0.75 0.78 -

(0.3-1.% ug%) LI
" SGoY " " 23 n ) 31 2 » a2 0 e 6 33 Be 25(20)e° W 26%% -
P (15-50 W) ° t ‘ ; )

sGPr s 29 > 39| a4a 42 41 32 3 19§20 310 23| e 59063 PYR

(10-60 u/L) s 4 s

Alk P A L 39 4t 32| 36 30 a0 30 33 2 33 32 2| 12 32(29) A 2% -

(15-30 w/L) " A »

LOH [ ¢ 10 16 1l 2z 138 s 14 156 WS 16 162 VIT] 433 1s2(Ma) P 17 -

(110-200 )| ¢ £ L

1. 811 € © 0.77 0.1 }0.69 | 0.94 0.7 0.71 1.64 .68 1.53 1.36 1.1 0.61 0.70 0.61{0.60) €  1.54 -

(0.3-1.6 agk)

lorasl Rangs Unless

ndicated Othesiwise

Gort 3-30 u/L
<rY 0-43% U/L
i1k Ph 30-115 u/L
o 90-223 u/L
. 8411 0.1-1.5 aps

c090

*Day | « Day of dosing.

**Thess seaples vere collected and prepas
following day.

Resuits on Cay ' end earlier ere prs-dnse results.

All resaintng valuess tepreseni post-dose dete.

8 Jsusl, but wyrrs pefiligecsted overalght &
Thass In parenttet’s are duplicates of seapies exssyed on the Zey of coll.ctfon.

were plicked up end assayed the

NB:Subject No. 11 wes ssen by Or. Seilgel on Dey 13 but refused to consent to & liver blogsy.

("3v0d) ¢ arqey




Table 5

i .
M _200-110 STUDY MO, 398: RECHALLENCE VRIAL

SUBJECTS NOY RECHALLENGED ¥iTy MW 200-110
RESULTS OF THE LIVER FUNCTION TESTS

: Study Osys
hject ‘
Yo Tost -l -3 -2 -1 ] 2 3 [ ] 3 ' ? [ ] L ] ‘tﬂ " 12 ” 14 15
] sCoTv NO 194 2 188 199 § 193 118 110 O9 143 179 209 WO ] NG 380 241 214 .
e b 13141 SAMPLE  Ad0 AT0 420 410 | 360 330 250 276 310 370 460 SAMMLE TEG SAWRLE 930 700 €39 .
Al P 100 109 108 101 [ 1 3 [ 3} 76 16 (1] 83 3 112 110 " -
Lo 124 204 198 203 { veo 170 168 172 11 200 208 b ) 203 267 2% -
! DOSED V. 81l - 1.1 1.6 1.0 0,306 0.3 0.9 0.6 0.6 O0.¢ 0.9 112 0.7 1.9 5.1 -
4 4 $GOT L 14 H 39 3% 30 33 3. &0 4 49 €1 €3 39 t“ n 33(40)* N SAe .
i (15-43 WL) AN o
serr 12} L ¢ 79 ” 78} 109 ) 107 t 13 b 24 22 108 15 13 b ] ” 82(e2) 120 -
' DOSED (10-73 U/L) rs ‘ S
" ™ Alk Pn 2?7 L P 1} 3 ” 23 27 30 21 1] 22 13 20 24 22 .20(20) A 27 -
-910;3 (15-43 U/L) E L | | ]
EIVED LDH 143 S A 12% 200 128 | 133 | 217 138 123 128 136 7 12¢ s " 122(192) P 180 -
CESD {110-240 U/L) c L
DAY 2, T, 8ii% 0.6¢ E 0.26 0.48 0.4¢ [0.30 |0.70 0.54 0.3¢ 0.2% 0.3% 0.2 0.3 0.00 0.47 0.34(0.3%) E 0.66 -
/8% 0.3-1.9% agX) 1]
ael Range Unless *These sasples vers collected and prepared es ususl, but wers refrigersted overnight| and were picked up snd esseyed the
icst thersise following dey. Those in parenthesis ere duplicetes of semples| ssssyed on the day of collection.
v 5-30 /i tSutject No. 9 was not cosed with PN 200-113, dut recsived placebo, 1 astching capsutc. single-blind on Day 2, FTherefors,
7 0-43 U/t resulis on Day 2 end sarlier are pre-placebo resulls for this Bubject, and ell remeining velues
M 30-113 UL represent post-pleceba dats.
| 90-225 U/t NB:Subject No. € wes sesn by Or. Slegel on Oay J w2 liver blopsy was obtalned on Cay If. Olegnosis: Non-Specific rasctive
8ilf  0.1-1.3 egXx hepatitis. Subject No. ? wes seen by Dr. Seigel on Dey 13 and| s liver blopsy wes obtalned.
Findings: scettered )ipold grenulosa.

9090

!
|
|
|
\
|
|
i

S 92}



TABLE 6
PN 200-11Q0 STUDY #398:

ALL SUBJECTS

RE-CBALLENGE TRIAL

MAXIMUM SGOT AND SGPT

Subjects Re-~Challenged with PN 200-110

LEVELS RECORDED

sGor (U/L) SGP? (U/L)
- ' ' Previous Previous
Subject Re-Challenge Maximum Re-Challenge Maximum
No. Study #398 (Study#) Study #398 (Study#)
1 37 415 (#318) 52 240 (Q318).
2 26 1470 (#313) 26 321 (#313)
3 98 545 (#310) 360 1230 (#310)
[ 4 41 88 (#310) 62 204 (#310)
5 72 610 (#310) 94 990 (#310)
7 32 815 (#310) 45 1625 (#310)
8 S1 600 ($#310) 63 1070 (4#310)
10 36 17 (#310) 59 42 (#310)
1 70 855 (#310) 120 1260 (#310)
Subjects NOT Re-Challenged with PN 200-110
SGOT (U/L) SGPT (U/L)
Previous Previous
Subject Re~Challenge Maximum Re-Challenge Maximum
NG. Study #398 (Study#) Study #398 (Study#)
6 380 68 (#310) 93 142 (#310)
9 €5 55 (#310) 144 79 (#310)

0607




TABLE 7
( PN 200-110 STUDY #398

PN 200-110 PLASMA CONCENTRATIONS (NG/ML)

POLLOWING 10 MG DOSE PN 200-110

Subjects Re-~Challenged with PN 200-110

Study #398* Study #310¢
Subject
No. _ . Peak
1-Hr. 1-Hr. Concentration
Study #398 Post-Dose Post-Dose ) Observed
. (Time Post-Dose)
3 7.6 4.8 18.7 (29 mins.)
4 9.8 ' 8.6 17.4 (20 mins.)
5 6.2 12.3 25.4 (20 mins.)
) 7 5.4 3.9 7.4 (20 mins.)
t
. 8 4.8 15.7 20.1 (20 mins.)
10 5.1 . 6.0 23.8 (20 mins.)
11 7.0 5.1 23.8 (40 mins.)
Subjects NOT Re-Challenged with PN 200-11C B
Subject No.| Study #398* Study #3110t
6 NOT DOSED 8.1 46.5 (20 mins.)
9 Received 20.3 (20 mins,)
Placebo, 9.5
Single-Blind

*10 mg PN 200-110 capsule administered orally

{ +10 mg PN 200-110 solution administered orally
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TABLE
m_200-T10 ) 3. 4
RESULTS OF THE LIVER PREVIOUS STUDIE.
Subjects Re-Chall in St ¥No. 398
Subject VNo./ Alkaline tal
Subject No. Study Wo. U fhosphatase 8{} irubin sQor sGPT
study $398 Pruvious frudy Date Humarks u/L u/L {iag 8) u/L u/L
1 Sutijact No. 7 (90-225)+ (30-115)+ (0.3-1.1}+ {5-50)+ {0-45)+
Study No. 318 16/19784 { Screening 191 75 .3 n 12
10/30/84 { Test Day | - Pre-Dose 170 62 .7 27 4
Test Day | - Post-Doass 161 67 .5 33 4
11/6/84 Test Day 2 -~ Pre~00se 822 75 .7 a9°s 194
Test Day 2 - Past-Dose 527 93 .3 370 240
11/9/84 Pollow-up 168 100 .3 104 122
11/12/84 | rollow-up 244 78 .4 54 101
¥ | Subject No. 14 {100-225) + {30-115)+ (0.1-1.2)+ {0~-40)+ {5-40)+
study No, 313 10/8/84 Screening 142 103 6 18 1)
10/11784 { Test Day ! - Pre~Dose 162 108 .7 22 16
10/12/84 | Test Day | -~ Post-Dose 129 120 .3 2 23
10/18/84 | Test Day 2 -~ Pre-Dose 125 115 -4 1} 19
10/19/84 | Test Day 2 - Post-Dose 109 ne .3 15 b3
10/25/8¢ | Tezt Day 3 - Pre~Dose 129 101 .3 15 L)
10/26/34 | Test Day 3 -~ Fast-Dose 120 118 .2 16 4
16/31/84 { Pollow-up 70 138 .0 70 k¥
11/12/764 | rollow-up 178 100 S 25 28
3 Subject No. 16 {60-200)+ (36-126)+ (0.2-1.2)+ {0-40)+ (0-45)+
Study No. 310 s/11/84 Screenlng oc Pre lst Dose 183 59 8 16 17
6/3/84 Post Study 138 81t L4 184 25%
8/13/84 Pollow-up - 160 12 545 1230
8/14/84 r?ollow-up - - 5 - -
4 Subject No. 7 S/11/84 Screening or Pre ist Dose 177 17 34 37
Study YNo. 3N 6/3/84 Post Syudy 150 106 2e 32
8/14/8¢ rollow=-up - 13 [} 204
s Subject No. 8 S$/11/84 Screening or Pre lst Dosa 204 65 26* a0+
Study No. 310 6,3/84 Post Study 163 75 19+ 12+
7/24/84 follow-up - 155 &0 950
8,/2/94 Follow-up - - 52 -
8/14/84 Follow-up - as 39 S5
I Scbject No. 2 | 5/11/84 | Screening .. Pre Ist Dose 241 64 170 220
: ftudy No. 310 €/3/84 Post Study 310 65 51e 54*
P 6/6/84 #ollow-up - 202 815 %2s
o) 8714/84 rollow-up - 125 &9 94
8 Subject No. S S/11/784 Screening or Pre st Dose 164 1?7 19¢ 17
Study Yo. 310 673784 Post Scudy 148 114 13¢ 23+
1/5/84 Pollow-yp - 272 600 070
8/9/84 Follow-up - 14 m 6

+vNormal Range

*Assays perforned by a different lab un samples collected during the
than those Jiasted and dates acve df{fferent than those listed,

study and stored frozen.

Normal 4

nges are slightly different

6 °1qel
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RESULTS OF TER LIVER PONCTION TESTS FRON PREVIOUS STUDIES

m ST 98

Subjects Re—Challenged in Study No. 3198

Subject No./ Alkaline Total
bject No. Study No. LDH Phosphatase Bilirubin 5GOT SGPT
udy #398 Previcus Study Date Remarks u/L u/6 (nF 8) u/L u/L
10 Subject No. 10 {60-200)+ (36-126 )+ (0.2Ll 2)+ {0~-40,+ {0-45)+
Study No. 310 5/16/84 Screening or Pre )st Dose 147 140 1.0 11 420
6/3/84 Post Study - 123 Hy 17 30*
8/6/84 Follow-up - 160 - - -
1 Subject No. 18 | 5/23/84 Screening or Pre st Dose 5 17 0.8 46* 34
Study No. 310 6/7/84 Post Study 210 118 oL6 ‘18 27+
6/15/84 Pollow-up 180 122 1.4 255 1260
8/9/84 Follow-up 218 218 ﬁz 142 544
8/13/84 Pol Lov-up 154 154 2 - -
tmal Range

says performed by a different lab on samples col

an those listed and dates are different than those listed.

0190

lected during the study and stored frozen. Normal

ranges are slightly different

(*3u0d) 4 w1qey
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‘ Table 10
| P _200-110 ZrUDY §398 '
MESULTS OF TRE LIVEN PONCTION TESTS PADN_PREVIOUS STUDIES
Bubjects Wt Re-Challenged in Study %o. 398
' Subject No./ AMkallne Total
Subje2t No, Study No. IOH Phosphatase pllicunin s scer
Study $)38 Previous Study Date Remacic s u/L u/L (mg §) u/L v/t
6 Sublect No. § 5/11/04 Screening or Pre Yst Dose 24 74 6.3 35e 22¢
Study Nn, 3C 6/3/704 Post Study 21 8o 1.0 16 $2¢
8/13/04 7nl lose-up - 107 0.3 4 %0
8/14/04 Follow-up - 90 0.5 (1) 142
e N B OPCsEr TRt e AS IRt v annd eesnevsesnard ninum ceun e Ranswessvdevasnluinsensnnener levssrunsnnevelonhovrrrnwrnwnloisnere vovneclicncwaccane
Suwusfact Mo, 3 $/19/84 Screening or Pre 1st Dose 215 101 0. 55¢ 55
Study No. 310 6/2/84 Post Study 183 103 0.l J.o )6
8/13/9¢ | rollow-up J - 02 0.) $) )
¢Rormal Range |

*Asnsys pecformed by a diffecent lab on samples mllected during the study and stocred frozen.

than those listed and dates are different than those listed,

- TT190

i
|

Notw.

bl ranges are slightly difterent
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